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138 to account for the impact of the sigma-hole on E C [45, 46 ] An additional incentive to validate 139 SIBFA in the present work is the perspective of its applications to the entirety of the inhibitor-INT 140 complex, in which the presence of two Mg(II) cations close to one another and of structured 141 water molecules render it preferable to resort to polarizable potentials than to 'classical', non-142 polarizable ones.
143 At this stage we do not intend to compute true Gs to compare the binding affinities of the three 144 inhibitors to vDNA and a fortiori to INT. These would only be meaningful at the outcome of long-145 duration Molecular Dynamics, and such an outcome could be very sensitive to the accuracy of 146 the intermolecular potential. As a first step toward this evaluation, we focus here on the sole 289 elvitegravir (EVG), and dolutegravir (DTG). We carried out measurements of their free energies 290 of binding, G, to the vDNA end in solution, and unraveled their enthalpy and entropy 291 components in solution. We found that the G ranking DTG > EVG > RAL parallels that inferred 292 for the intasome [65]. The G ranking is also paralleled by the H one, a signature for 293 intercalation-driven binding. It is also the same as the one computed by high-level QC for the 294 binding of the halobenzene ring to the sole G4 and C14 dimer, as well as by the SIBFA 295 polarizable molecular mechanics procedure. The consistency between SIBFA and QC was 296 previously supported by the complexes of G4/C14 with a diversity of substituted halobenzenes
298 As put forth in [69], it is possible to leverage the 'Janus-like' properties of the CX bond (X=F, Cl, 299 Br), electron-deficient along the bond and electron-rich in a cone around it, to target respectively 300 and simultaneously electron-rich and electron-deficient sites of the nucleotide bases. 
